SUMMARY This double-blind controlled trial compares the relapse rate in 19 duodenal ulcer patients who received cimetidine for eight weeks with that in 19 patients who received cimetidine for four weeks and inactive tablets for four weeks. Only patients who became symptom-free during the initial four weeks' treatment with cimetidine were included. The median period of remission after withdrawal of cimetidine was 50 days in patients treated with cimetidine for eight weeks and 76 days in patients treated with cimetidine for four weeks (p > 0.10). Six months after withdrawal of cimetidine 15 relapses had occurred in both groups. It is concluded that patients who become symptom-free during four weeks' cimetidine treatment do not benefit by continuation of treatment for another four weeks.
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The effect of short-term treatment with cimetidine in duodenal ulcer disease is now well established, but unfortunately the relapse rate is high when treatment is stopped. Patients who respond quickly to the drug are usually only treated for four weeks, and there was a possibility that treatment for a longer period of time would delay subsequent relapses. We therefore decided to do a controlled study of the relapse rate in duodenal ulcer patients who had become symptom-free during four weeks' treatment and then continued on either cimetidine or placebo for another period of four weeks. The trial was designed to imitate clinical practice outside specialised hospital departments; consequently a radiological diagnosis was accepted as sufficient evidence of duodenal ulcer disease, and a relapse was recorded when ulcer symptoms recurred. The study was double-blind and the code remained closed until all patients had completed the trial. The Figure shows the occurrence of relapses after the first treatment period-that is, from the day when the patients were allocated to an additional four week course of cimetidine or to placebo. All but one of the patients in the cimetidine group remained in remission during the second treatment period, whereas four patients relapsed in the placebo group. The patients in the cimetidine group, however, soon began to relapse when treattient was stopped, and six months after the withdrawal of cimetidine 15 relapses had occurred in both groups. Consequently, the rate of continued remission six months after withdrawal of cimetidine was 21 % (950% confidence interval: 6-46 %) in both groups.
Methods
The median period of remission after withdrawal of cimetidine was 50 days in the cimetidine group and 76 days in the placebo group (P>0-10, MannWhitney test).
The duration of the remission was not significantly correlated with the length of ulcer history (R,= 0.01), or with the basal acid output (R,=-010) or with the peak acid output (R,=-0.31) (Spearman tests, p > 005). No unexpected symptoms, signs, or laboratory findings were observed (apart from the patient excluded because of vomiting).
Discussion
Ippoliti et al.2 subjected their patients to duodenoscopy and found that some patients became symptom-free during four weeks' treatment in spite of the fact that their ulcer had not healed. It was suspected that such patients were particularly liable to relapse and that prolonged treatment might ensure the healing of their ulcers. This study, however, reveals that nothing is gained by four weeks' additional treatment, a finding which suggests that remission induced by cimetidine continues after withdrawal of the drug.
In a previous trial3 we studied the occurrence of relapses after maintenance with cimetidine 0-8 g per day for 52 weeks, and the results of that study are also shown in the Figure; they differ slightly from those previously published as all patients have now been followed up for six months after withdrawal of treatment. It is seen that the relapse curve closely resembles those after four and eight weeks' treatment, and, in spite of some differences between the protocols of the two trials, this resemblance suggests that the relapse rate is uninfluenced by the duration of treatment.
Patients who repeatedly relapse quickly after a course of cimetidine are usually referred to surgical treatment, and such patients have gained little by the introduction of cimetidine. It would therefore be useful to be able to predict the duration of the remission, and recently it has been reported4 that patients with a short history were less liable to relapse quickly than patients with a long history. In this study the duration of the remission was found to be correlated neither with the length of history nor with the acid production. 
